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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 1 1/5/07 
has been entered. 

The response filed 11/5/07 presents remarks and arguments to the office action 
mailed 10/24/07. Applicants' request for reconsideration of the rejection of claims in the 
last office action has been considered. 

Applicants' arguments, filed, have been fully considered but they are not deemed 
to be persuasive. Rejections and/or objections not reiterated from previous office 
actions are hereby withdrawn. The following rejections and/or objections are either 
reiterated or newly applied. They constitute the complete set presently being applied to 
the instant application. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Status of Claims 

Claims 22-50 and 52-55 are pending, claims 22-37 are withdrawn and claim 51 is 
cancelled. 
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Claims 38-50 and 52-55 are acted upon in this office action. 

Claim Objections 

Claim 38 is objected to because of the following informalities: There are 
Therefore one of ordinary skill in the art would have known to combine many "or" in the 
claim, see page 6, line 2. Appropriate correction is required. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 38-50 and 52-55 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

It is not clear whether "a non-steroid," is separate from "anti-inflammatory agent" 
and "a non-steroid anti-inflammatory agent. 

Maintained Claim Rejections - 35 USC § 103 

Applicant is arguing that the below cited references do not teach or suggest that 
the compounds of claims 38-45 and 54-55 can be into a single composition. 

In response, the argument is found not persuasive. The claims recite the 
compounds of instant claims 38-39 etc, the deSousa reference teaches the compound. 
The claims recite in combination with other pharmaceutical effective amounts of a 
retinoid, non-steroid anti-inflammatory agents. The deSousa reference teaches the 
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pharmaceutical formulation can be combined with other active agents such as 
antibacterial agents. Even though the reference do not teach the agents claimed by 
Applicant it teaches us that other drugs other than antibacterial can be used. Col. 8, 
lines 29-34 teaches that other active agents are capable of been added to the 
pharmaceutical formulation. Also the office action provides reasons why one would 
combine the prior art. With regards to the examiner's conclusion of obviousness is 
based upon improper hindsight reasoning, it must be recognized that any judgment on 
obviousness is in a sense necessarily a reconstruction based upon hindsight reasoning. 
But so long as it takes into account only knowledge which was within the level of 
ordinary skill at the time the claimed invention was made, and does not include 
knowledge gleaned only from the applicant's disclosure, such a reconstruction is proper. 
See In re McLaughlin, 443 F.2d 1392, 170 USPQ 209 (CCPA 1971). 

The argument is found not persuasive and the rejection is maintained below. 

Claims 38-45 and 54-55 remain rejected under 35 U.S.C. 103(a) as being 
obvious over de Souza et al. US 6,514,986 in view of de Souza et al. US 6,608,078 B2 
taken with Leyden J. Euro. Academy of dermatology and venereology15 (suppl.3). 51- 
55. 

De Souza et al. ('986) teach a stable pharmaceutical composition comprising an 
aqueous carrier having in solution therein a benzoquinolizine-2-carboxylic acid 
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having the core chemical structure 




as that disclosed in the instant claim 38 (see col. 
4, lines 15+) that is an optical active isomer, in a pharmaceutically acceptable salt 
arginine singly or combined with other active agent such as antibacterial agents (see 
col. 8, lines 32+). Please not after making the substitution the deSousa compound is 
obvious as shown above. For example R 5 is CH 3 , Rs is the substitution 

X 1 ' 

and Rio is hydrogen clearly depicted by the compound of deSousa. 
Note, the reference did not teach using any particular drug combination as cited in claim 



38. , With regards to R 5 is CH 3 (C=1)and R8 is 




is shown in the 



above structure, where Ri, R 2 R4 are hydrogen. As to claims 39 and 40-41 the 
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benzoquinolizine-2-carboxylic acid antimicrobial drug is S-(-)-9-fluoro-6,7-dihydro-8-(4- 
hydroxypiperidin- 1-yl)-5-methyl- 1-oxo- 1H.5H- benzo(ij)quinolizine-2-carboxylic acid 
(see abstract) the drug is used to treat antimicrobial infection and the arginine salt form 
in claim 4 (see col. 5 lines 20+), wherein the pharmaceutical^ acceptable salt if from an 
acid (see col. 2, lines 1+) as in claim 55 having a physical form of a cream (see col. 8, 
lines 35+)as in claim 21. 

The reference teaches ('078) a stable pharmaceutical composition having the 
core structure of the claimed invention (see col. 5, lines 25+), wherein the 
benzoquinolizine-2-carboxylic acid antimicrobial drug is S-(-)-9-fluoro-6,7-dihydro-8-(4- 
hydroxypiperidin- 1-yl)-5-methyl- 1-oxo- 1H,5H- benzo(ij)quinolizine-2-carboxylic acid 
and the arginine salt form in claims 38-41 (see col. 8 lines 1 1 +) wherein the 
pharmaceutical^ acceptable salt is from an acid (see col. 6 lines 65+). The reference 
further teaches having a physical form of a cream (see col. 14, lines 1+) as in claim 55. 
The reference teaches addition of inorganic basic salts (see col. 6, line 55-57) as in the 
instant claim 54. With regard to the polymorphic forms as required by instant claim 40 is 
taught. See col. 4, lines 41-43. 

As to claims 42-44, the reference teaches the benzoquinolizine -2- carboxylic 
acid comprises 0-1 to 10% of the compound (see col. 15, lines 1-6). 

The reference also teaches the compounds can be combined with other 
ingredients such as antimicrobial agents. See col. 8, lines 32-33. Clearly suggesting to 
one of ordinary skill in the art based on the use or disease symptom, other types of 
active ingredients can be used. However, did not clearly state it. 
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Leyden teaches that antimicrobial agents nadifloxican- 




(same drug as the claimed compound 

o o 




S-(-)-9-fluoro-6,7-dihydro-8-(4-hydroxypiperidin- 1-yl) -5 -methyl- 1-oxo- 1H,5H- benzo(g)quinolizine-2- 
carboxylic acid 

Caution: Stereochemical terms discarded: - 
) are used in combination therapy with retinoids as in claim 45 (see abstract). 

Therefore, it would have been obvious to one having ordinary skill in the art at 

the time the invention was made to prepare the above taught composition for the 

purpose of treating microbial infections (microbial infection such as fugal infection) 

having the above-cited reference and include a retinoid to the said formulation as an 

adjuvant therapy because it is known in the art that retinoids are used in medicine, 

primarily due to the way they regulate epithilial cell growth especially in the regulation of 

cell proliferation in inflammatory skin disease. Although, the combined references did 

not expressly state the kind of retinoid agent to be used, one of ordinary skill in the art 

would be motivate to choose any of the retinoid agents in the claimed invention as 
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expect a successful result in doing so because these agents are well know as 
antimicrobial agents and have been used in many formulation. Thus, the claimed 
invention was prima facia obvious to make and use at the time it was made. 

Claims 45 and 51-52 are rejected under 35 U.S.C. 103(a) as being obvious over 
de Souza et al. US 6,514,986 taken with de Souza et al. US 6,608,078 B2 in view 
Leyden J. Euro. Academy of dermatology and venereology15 (suppl.3). 51-55 as 
applied to claims 38-45 and 54-55 above, and further in view of Katsambas et al. 
Clinics in Dermatology 2000; 18:171-176. 

Katsamnas et al. teach treatment indications of acne, perioral dermatitis, wherein 
antimicrobials have been used-thus the claimed compound is an antimicrobial drug 



o o 




(nadifloxacin- (see page 171 -highlighted), anti- 

inflammatory agents (see page 171 -highlighted), retinoids (isotretinoin as in claim 45 
see page 172-highlighted), antifungal agents such as ketoconazole as in claims 51-52 
(see page 172-highlighted) and steroids as hormones all have been used to treat acne. 

The reference did not however teach the use together, but Leydon teaches that 
the compound is used with a retinoid agent for the treatment of dermatological 
diseases, therefore, one of ordinary skill in the art would be motivated to use agents that 
have been known to individually treat the same disease condition. 
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The motivation to combine can arise from the expectation that the prior art elements will 
perform their expected functions to achieve their expected results when combined for 
their common known purpose. Section MPEP 2144.07. Examiner notes that the 
particular drugs in claims 46, 47-50 and 53 are not taught, however, one of ordinary skill 
in the art would be motivated to use any of the retinoid or other antifungal or anti- 
inflammatory agents based on t6he condition of the patient. Absence factual evidence, 
if the disease (acne) is accomplished with pain or fever, it is well within the level of one 
ordinary ski8ll in the art to administer a pain medication together with the drug, based 
on the fact that the drug has been used with other types of drugs, therefore would 
expect a successful result of the treatment. Substituting one retinoid with another would 
be obvious because one of ordinary skill in the art would expect the function of the 
retinoid to be the same. 

No claim is allowed . 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shirley V. Gembeh whose telephone number is 571- 
272-8504. The examiner can normally be reached on 8:30 -5:00, Monday- Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 



Application/Control Number: 10/749,933 Page 10 

Art Unit: 1614 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



SVG 
1/30/08 

/Ardin Marschel/ 

Supervisory Patent Examiner, Art Unit 1614 
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